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Method: Ouabain applied in organotypic cultures. Phalloidin and neurofilament antibody used to label hair cells and nerve tissue. In vivo, 1 mM or 10 mM ouabain applied to round window. ABR and DPOAE were recorded 7 days posttreatment. Cochlea sections were used to count SGN and nerve fibers. TUNEL staining were used to assess apoptosis.
Results: In vitro, low concentrations of ouabain only damaged spiral ganglion neurons; however, high doses destroyed both spiral ganglion neurons and cochlear hair cells. Application of 1 mM ouabain to the rat round window membrane only altered ABR thresholds and DPOAE amplitudes at higher frequencies. In contrast, 10 mM ouabain significantly increased ABR thresholds and decreased DPOAE amplitudes at almost all frequencies. Consistent with physiological results, both spiral ganglion neurons and hair cells were missing or damaged in the basal turn of the cochlea and both hair cells and neurons showed signs of apoptotic cell death.
Conclusion:
In vitro and vivo, ouabain damage was dose and time-dependent; SGN were more vulnerable than HCs. ABR thresholds increased at high frequencies with 1mM ouabain and increased at all frequencies with 10 mM ouabain.DPOAE amplitude minimally affected with 1 mM ouabain and got large reduction at all frequencies with 10 mM oubain. Results: The ages at diagnosis and operation in congenital cholesteatoma were significantly younger than acquired. The chief complaint of congenital was mainly the incidental mass (74%), whereas the otorrhea (66%) in acquired. Mass shadow behind the intact tympanic membrane was observed in 95% of congenital cholesteatoma. The main tympanic membrane abnormalities of acquired cholesteatoma were attic retraction and pars tensa perforation (56% and 56%). Invasion of epitympanum and ossicular erosion were more frequently found in the acquired cholesteatoma (P < .05). There was no difference in recurrence rate between congenital and acquired cholesteatoma. Statistically significant factors at high risk of recurrence were pars tensa perforation, diploic pneumatization, incus erosion. On the other hand, lowering risk factors were sclerotic mastoid on CT and no mastoidectomy.
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Conclusion:
The congenital and acquired cholesteatoma showed very different clinical features. Careful eradication and continued follow-up is recommended in the children with high risk of recurrence.
Otology/Neurotology Persistent activation of Nrf2 through p62 in auditory Cells
Ken Hayashi, MD, PhD (presenter); Fumiyuki Goto, MD, PhD; Sho Kanzaki, MD, PhD; Kaoru Ogawa, MD, PhD
Objective: Oxidative stress affects auditory cellular functions. The Nrf2/Keap1 signaling pathway is the main pathway responsible for cell defense against oxidative stress. The purposes of this study were to elucidate how Keap1 and Nrf2 provide molecular foundation for a possible crosstalk between autophagy and necrosis pathways in auditory cells.
Method:
We used auditory cell line (HEI-OC1) in this study. The viability of HEI-OC1 was determined by cell viability assays. The samples after treatment of HEI-OC1 were analyzed by a flow cytometer. Immunofluorescent confocal laser microscopy was used. Western blot was performed. HEI-OC1 was transfected with Nrf2, Keap1 and p62 siRNA.
Results: H2O2 treatment resulted in time-dependent accumulation of LC3-II and the expression of GFP-LC3 in HEI-OC1 cells. Autophagic vacuoles were confirmed under transmission electron microscope in H2O2-treated HEI-OC1. Necrosis and autophagy were coincidentally identified in H2O2-treated HEI-OC1 cells. There were significant differences of cell viability between H2O2 only and H2O2 and Rapamycin-treated cells. The knockdown of p62 by siRNA, which loses its ability to interact with Keap1, had no effect on Nrf2 stability, demonstrating that p62-mediated Nrf2 up regulation is Keap1 dependent. These findings demonstrate that p62 could be a molecular hub of the Nrf2/Keap1 pathway in auditory cells.
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Conclusion:
We demonstrated a promotion of autophagy through the mTOR signaling pathway to enhance cell survival in auditory cells under oxidative stress. A crosstalk between Nrf2/ Keap1 pathway in the autophagy related-p62 are also presented. The selective autophagy substrate p62 activates the oxidative stress responsive factor Nrf2 through inactivation of keap1.
Otology/Neurotology Persistent Petrosquamosal Sinus in Chronic Otitis Media
Harukazu Hiraumi, MD, PhD (presenter); Norio Yamamoto; Tatsunori Sakamoto; Juichi Ito
Objective: The petrosquamosal sinus (PSS) is an emissary vein that connects the transverse sinus and the external jugular vein. Recent studies have shown that a PSS can be identified on high resolution CT scan when it is contained within a bony canal. The persistent PSS is a potential risk of bleeding in middle ear surgery. The aim of this study is to determine the prevalence of the PSS in patients with chronic otitis media.
Method: Between February 2011 and January 2012, 61 ears (47 patients) underwent CT scan before surgery for chronic otitis media. Patients younger than 10 years, showing congenital temporal bone anomaly, and having received prior ear surgeries, were excluded. The prevalence of persistent PSS was evaluated using CT scan. During the same period, 66 ears (33 patients) with peripheral facial palsy underwent CT scan. The frequency of a PSS was also examined in these patients.
Results: Among the 61 ears with chronic otitis media, a PSS was detected in 12 ears on CT scan (20.0%). Among them, the PSS was identified during surgery in 2 ears. The incidence was similar in the 2 ears (right ear: 6/32, left ear: 6/29). The PSS was more frequent in men than in women (men: 9/34, women: 3/27). In patients with facial palsy, a PSS was found in 7 of 66 ears.
Conclusion:
The persisted PSS was frequently detected in patients with chronic otitis media. Care should be taken to avoid damaging this vein during the mastoid surgery.
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Platelet-Rich Fibrin for the Repair of tympanic Membrane
Mehmet Habesoglu, MD (presenter); Cagatay Oysu, MD; Serap Sahin; Asli Sahin-Yilmaz, MD; Deniz Korkmaz; Ahmet Tosun Objective: To investigate the effect of the Choukroun's plateletrich fibrin (PRF) on the acute tympanic membrane perforations due to trauma without application of any classic tympanoplasty procedure.
Method: This prospective controlled study was conducted at Umraniye Hospital, between April and December 2011. Thirty-two subjects with acute tympanic membrane perforations due to trauma were divided randomly into 2 groups (study: 14, control: 18). In the study group, PRF was used to repair tympanic membrane perforations. In the control group, no manipulation was performed.
Results: Mean area of perforation was 10.93 ± 3.58 mm 2 in the study group and 10.05 ± 4.02 mm 2 in the control group in the first examination. At the end of the first month the mean area of the perforation was 1.35 ± 2.53 mm 2 in the study group and 4.44 ± 3.34 mm 2 in the control group (P < .01). Total closure rate of the tympanic rates was 64.3% for the study group and 22.2% for the control group (P < .05) at the end of the first month. At the end of the second month, number of patients with a perforation was 1 for the study group, 4 for the control group (P > .05).
Conclusion: PRF application in otologic interventions is a new subject and little information is currently available about its use in otology. Our study has shown that PRF is an autogenous, useful and easy to prepare biomaterial which accelerates the healing of the tympanic membrane. Results: Four patients identified from January 2000 to August 2010 were treated for postauricular cutaneous mastoid fistulas. Follow-up varied from 8 to 48 months. The etiologies of development of postauricular fistulas were all post-mastoidectomies. All patients were treated using a similar surgical technique involving double layer closure of the fistula tract utilizing 2 rotational flaps of 1) temporalis muscle and fascia and 2) conchal cartilage. All patients had successful fistula closure with lasting results.
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Conclusion:
Cutaneous mastoid fistulas are often the result of repeated postauricular approaches for surgical treatment of mastoid infections, and can be difficult to surgically manage. These postauricular fistulas can be managed with long-term success using a novel double layer closure technique using temporalis muscle and fascia and conchal cartilage with skin.
